Some patients with rheumatoid arthritis (RA) have lymphadenopathy, and several histological studies have been published on the lymph nodes from such patients.' 5 The histological similarity of nodes from rheumatoid arthritis and nodular lymphoma has occasionally led to incorrect diagnosis and inappropriate therapy.2 4 The present study compared lymph nodes, and in some instances splenic tissues, from patients with RA and from patients with malignant lymphoma, as well as normal lymph nodes. Particular attention was directed at identification of relative patterns of lymph node architecture as well as Germinal centre activity as defined by EAC staining correlated well with intensity of direct immunofluorescence staining for cellular IgG and IgM in these areas (Fig. 2) . In addition plasma cells were easily identified in the sections at the margins of germinal centres and in the interfollicular zones by their uniform distribution ofcytoplasmic immunofluorescence. Direct immunofluorescence staining showed prominently IgG, but also IgM within lymphoid follicles and germinal centres, while IgA was less frequently seen. Collections of T cells were also localised mainly to the interfollicular and partly to the peripheral parts of the follicular areas. No staining for T cells was observed in germinal centres. Examples of these findings are shown in Fig. 3 .
LYMPHOMAS AND OTHER CONTROL LYMPHOID TISSUES
Examination of H and E stained sections showed that the lymphoma cases were represented by a variety of cellular types, namely, lymphocytic as well as histiocytic (large follicular cell type), and both nodular (follicular) and diffuse types. The direct immunofluorescence technique revealed a distinct difference in the intensity of staining for immunoglobulins in the neoplastic follicles of patients with nodular (follicular) lymphomas as compared with follicles from patients with rheumatoid arthritis. While the hyperplastic follicular centres in patients with RA had stained intensely with antisera to both IgG and IgM, the lymphomatous follicles stained only weakly (Fig. 4) . In contrast the neoplastic follicles in lymphoma with nodular pattern showed similar intense adherence of EAC to that seen in germinal centres of rheumatoid nodes. T cells were present in a rather diffuse distribution in the lymphoma tissues examined.
In normal control lymph nodes the fluoresceinated anti-F(ab')2 antiserum stained the cells in germinal centres showing both surface and cytoplasmic staining in addition to peripheral staining of lymphocytes localised to the follicles. Cells in the interfollicular areas were readily identified by the anti-T cell antiserum. The number of germinal centres was clearly lower when compared to the RA nodes. Most germinal centres and follicles in normal lymph nodes also bound EAC.
Results of the distribution of B and T cells from peripheral blood lymphocytes were generally in the normal range (Table 2 ). There was also a good correlation between the peripheral blood B and T cells and the numbers of these cells counted in the suspensions made from the minced rheumatoid nodes. 
Discussion
The present study has focused on the lymph node morphology and subpopulations of mononuclear cells making up germinal centres, cortical areas, and paracortical areas in patients with active rheumatoid arthritis. From the uniformity of the immunocytological pattern observed in this disease it seems clear that most nodes were involved in an active immune response. Evidence supporting such an interpretation included the common finding of numerous germinal centres in the RA nodes examined. Of interest was the finding that numerous lymph node germinal centres were frequently associated with B cell hyperactivity even in patients who were seronegative for the presence of rheumatoid factor. It would therefore seem to be of considerable importance next to examine such nodes for evidence of possible primary antigensviral or otherwise-in an attempt to define what it is that may be generating such an active cellular pattern or profile of immune response. Immunofluorescence studies to this end are in progress with a panel of antisera to various viral antigens.
It is apparent from the results with both the EAC and immunofluorescence techniques for cells with surface or cytoplasmic Ig that the germinal centres of many RA lymph nodes showed high B cell activity. Although such hyperactive B cell germinal centres also stained prominently for both 1gM and IgG, it was difficult to ascertain if either of the latter showed rheumatoid factor activity by using fluoresceinated aggregates of IgG, since this reagent also bonds to Fc receptors on lymphocytes, monocytes, polymorphonuclear leucocytes, and macrophages. A similar overlap between the above mentioned cell population has also been noted when fluoresceinated aggregates of IgG react with Fc receptors." Accordingly, fluorescein labelled rabbit antihuman F (ab')2 was also used to identify B lymphpw4eh
surface Ig or plasma cells with cytoplasmic Ig in tissues."
The failure of neoplastic follicular centres to stain with the same intensity as hyperplastic germinal centres has been previously noted. ' 
